Objective: Anti-thyroid peroxidase autoantibody (anti-TPO) and anti-thyroid microsomal antibody (anti-M) are strictly related, but discrepancies are sometimes observed. The aim of this study was to assess the incidence and to identify the causes of these discrepancies. Design 
(130/2880 = 4.5%) of sera from patients with autoimmune thyroid disease and positive anti-M. In 61 sera of the latter group, anti-TPO was measured by a non-competitive RIA (RIA-3). Forty-one (67.7%) were positive by  suggesting the presence of anti-TPO not competing with the monoclonal antibodies of RIA-1 and RIA-2. The remaining 20 sera had undetectable anti-TPO also by RIA-3. Nineteen (95%) of these sera had positive anti-thyroglobulin (anti-Tg) autoantibody and preincubation with thyroglobulin inhibited the agglutination reaction of anti-M tests. Conclusion: Anti-TPO by competitive monoclonal antibody-assisted RIA is negative in a minority of sera of patients with autoimmune thyroid disease and positive anti-M. This could be accounted for by anti-Tg producing false positives in the anti-M assay and by a subset of anti-TPO not competing with the monoclonal antibodies in the RIA. When autoimmune thyroid disease is suspected on clinical grounds, a negative anti-TPO test with a competitive RIA should be confirmed always by a non-competitive assay. Stefano Mariotti Thyroid peroxidase (TPO) is the main component of the formerly called "thyroid microsomal antigen" (M) (1, 2). The availability of purified TPO allowed the develop¬ ment of radioimmunoassays (RIA) (3) (4) (5) and enzymelinked immunosorbent assay (ELISA) (6) methods for anti-TPO autoantibody (anti-TPO), which are employed with increasing frequency in the clinical routine. Some years ago we (7) and others (4) results is unclear, but already reported by others (10 to be negative (< 100 IU/ml) by RIA-2 in all cases. As shown in Fig. 3 (14) . Indirect evidence for heterogeneity of human anti-TPO autoantibodies also comes from the observation that some (but not all) serum autoantibodies inhibit TPO enzymatic activity (15) (16) (17) (18) , and that the degree of cross-reaction with other related peroxidases is highly variable (19) .
In previous studies employing competitive monoclo¬ nal antibody-assisted RIA, only occasional sera with positive anti-M by PH and low or negative anti-TPO were observed (7, 8) show the presence of anti-TPO autoantibody when assessed by a co-precipitation RIA, anti-TPO remained undetectable by an assay in one-third of them. Interestingly, all these sera had positive anti-Tg antibody and the addition of Tg inhibited the agglutina¬ tion reaction of the anti-M test. The possibility that antiTg antibody, when present alone or in large excess with respect to anti-M antibody, may account for falsepositive results in anti-M by passive hemagglutination has been reported previously in sporadic sera (7, 11, 20) 
